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W) DK & W E X IE T OV 3 — WAERRBAPEITFEE R K
BGRY) — 7' 7% EOWEALEHEBRLETEEIEN R LB %W
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F1 MSFE4EIZBIT S V-type MS & S-type MS O [L#g
V-type MS S-type MS Povalue
(n=412) (n=463)

Sex (Female/Male) 30/382 169/294 < 0.001
Age(years) 56.2 £ 8.8 58.7 8.6 < 0.001
BMI (kg/m2) 271,332 26.8*3.2 <0.01
WC(cm) 94.0=72 931=*6.4 NS
SBP (mmHg) 132 = 12 133 = 16 NS
DBP (mmHg) 81 =9 78 = 10 < 0.001
Hypertension, n(%) 356(86.4%) 396(85.5%) NS
T-CHO (mg/dL) 202.6 £ 34.0 201.3 = 34.8 NS
TG (mg/dL) 172.7 = 84.7 149.1 = 103.5 < 0.001
HDL-C(mg/dL) 51.5 £ 11.7 54.8 = 13.5 < 0.001
LDL-C(mg/dL) 129.6 = 30.7 127.7 = 31.1 NS
Dyslipidemia, n (%) 328(79.6%)  332(71.7%) <0.01
FPG(mg/dL) 118.9 = 28.0 113.0 = 20.4 < 0.001
HbAlc(%) 6.3 0.9 6.1 0.8 <0.01
IGT, n(%) 259(62.9%)  238(51.4%) < 0.001
UA (mg/dL) 6.2 1.3 58+ 1.3 < 0.001
ALT(IU/L) 41.8 £ 21.0 29.0 = 18.8 < 0.001
AST (IU/L) 29.9 = 11.5 25.0 = 12.1 < 0.001
GGT(IU/L) 79.4 £ 80.7 59.0 = 82.7 < 0.001
Fatty liver, n(%) 332(80.6%)  227(49.0%) < 0.001
Smoker, n (%) 70(17.0%) 84(18.1%) NS
Drinker, n (%) 297(72.1%)  270(58.3%) < 0.001
H. pylori positivity, n(%) 147(35.7%)  193(41.7%) NS
Hiatal hernia, n(%) 94(22.8%)  105(22.7%) NS
Reflux esophagitis, n(%) 98(23.8%) 57(12.3%) < 0.001

Data represent the mean * standard deviation (SD) and number for categori-
cal variables. All p-values are based on the y%test or Mann-Whitney U-test.

THh oo LEEMNT T, Kl H pylori, FE%
LAV =7, V-type MS S BB REIED A H 72
WTFTHY, ZNFNoF v ZLIEEE : 1.938 (95%
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0.385-0.901;p<005), FAEZIL~NV =T :4.481 (95%
CI 3.008-6.675 : p<0.001), V-type MS:1.836 (95%
CI1.173-2873 : p<0.01) TH o7z,
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Patients with RE Patients without RE

(n=155) (n=720) Prvalue

Sex (Female/Male) 20/135 179/541 < 0.005
Age(years) 56.3 £ 8.7 57.8 = 8.7 <0.05
BMI (kg/m?) 27.6 £ 3.3 27.0 = 3.1 <0.05
WC(cm) 94.5 7.7 93.3 £ 6.6 NS

SBP (mmHg) 132 = 14 132 = 14 NS
DBP (mmHg) 80 = 10 80 =9 NS
Hypertension, n(%) 132(85.2%) 620(86.1%) NS
T-CHO (mg/dL) 204.0 £ 31.4 201.4 = 35.0 NS

TG (mg/dL) 167.6 = 79.0 158.6 = 99.0 NS
HDL-C(mg/dL) 54.0 = 12.3 53.0 = 12.9 NS
LDL-C (mg/dL) 129.7 = 28.6 128.4 = 31.4 NS
Dyslipidemia, n (%) 117(75.5%) 543(75.4%) NS
FPG(mg/dL) 117.4 = 25.2 115.4 = 24.3 NS
HbAlc(%) 6.2 0.8 6.2 0.8 NS
IGT, n(%) 94(60.6%) 403(56.0%) NS

UA (mg/dL) 59=1.2 6.0+ 1.4 NS
ALT(IU/L) 37.3 £ 21.0 34.5 = 20.8 NS
AST(IU/L) 28.3 £ 11.7 27.1 = 12.1 NS
GGT(IU/L) 77.2 £ 64.2 66.7 = 85.7 NS
Fatty liver, n(%) 115(74.2%) 444(61.7%) < 0.005
Smoker, n (%) 34(21.9%) 120(16.7%) NS
Drinker, n (%) 122(78.7%) 445(61.8%) < 0.001
H. pylori positivity, n(%) 38(24.5%) 302(41.9%) <0.001
Hiatal hernia, n(%) 73(47.1%) 126(17.5%) < 0.001
V-type MS, n(%) 98(63.2%) 314(43.6%) <0.001

Data represent the mean =+

standard deviation (SD) and number for categorical vari-

ables. All p-values are based on the y%test or Mann-Whitney U-test.
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3 MSFEUE B Uil R EE IS 5 AR -S4 MAT
Univariate analysis Multivariate analysis
fﬁi‘;g; with RE 1:52;25 without RE 5, lue OR 95% CI Pevalue
Sex (Female/Male) 20/135 179/541 < 0.005 1. 426 0.754-2.697 NS
Age(=60/<60 years) 55/100 294/426 NS 1.198 0.793-1.810 NS
BMI(=25/<25 kg/m?) 123/32 516/204 NS 1.397 0.812-2.408 NS
WC 98/57 405/315 NS 1.053 0.671-1. 651 NS
(Male : =90/<90 cm)
(Female : =95/<95 cm)
SBP(=130/<130 mmHg) 93/62 466,254 NS
DBP(=85/<85 mmHg) 49/106 220/500 NS
Hypertension (+/-) 132/23 620/100 NS 0. 870 0.484-1. 564 NS
T-CHO(=220/<220 mg/dL) 41/114 196/524 NS
TG(=150/<150 mg/dL) 86/69 345/375 NS
HDL-C(<40/ =40 mg/dL) 18/137 101/619 NS
LDL-C(=140/<140 mg/dL) 53/102 263/457 NS
Dyslipidemia (+/-) 117/38 543/177 NS 0.672 0.406-1. 113 NS
FPG(=110/<110 mg/dL) 92/63 393/327 NS
HbAlc(=6.5/<6.5 %) 41/114 183/537 NS
IGT (+/-) 94/61 403/317 NS 0. 906 0.580-1. 415 NS
UA(=7/<7 mg/dL) 28/127 179/541 NS
ALT(=31/<31 IU/L) 87/68 323/397 <0.05 0. 889 0.565-1. 399 NS
AST (=31/<31 1U/L) 51/104 181/539 NS
GGT (=70/<70 TU/L) 58/97 184/536 <0.005 1.417 0.911-2.203 NS
Fatty liver (+/-) 115/40 444/276 <0.005 1.509 0.927-2. 455 NS
Smoker (+/-) 34/121 120/600 NS 1. 186 0.735-1.913 NS
Drinker (+/-) 122/33 445/275 < 0.001 1.938 1.196-3. 141 <0.01
H. pylori(+/-) 38/117 302/418 <0.001 0. 589 0. 385-0. 901 <0.05
Hiatal hernia (+/-) 73/82 126/594 <0.001 4. 481 3. 008-6. 675 < 0.001
V-type MS/S-type MS 98/57 314/406 < 0.001 1.836 1.173-2.873 <0.01

Parameters with p-values <0.05 by univariate analysis, age, BMI, WC, and factors associated with metabolic dysfunction were assessed

using stepwise multivariate logistic regression analysis.
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ABFE OB S E B iR IZ B 1 520174 4 A2 5
20194F 3 A oS =E 14, 22154 Th b BEEDOHT
EEILE NSRS X O MS B2 2, Oowi%k
REDBRIMEREIZE LT 53 & R\ 727, 0974 % AT R 5
H & Lo BERHALE NSRS B AR Lar g
KEMENER L, LA 58O grade A VL EZHiEER
Y, grade B U L2 EAESFHMEABEREERLZ, £
Text 5B 2 MS O EIERE 2 5 MS B (1,223%), Pre-
MS # (964%44), Non-MS & (4,910%) @ 3HEIZ51T 720
WHHEEAT R, AEEER RN, wmIE - JRE R - W
PERESLH 70 & OGBS, MR &0 5 MS O

FERE & MR EE R E OBRB LAY R I 7 A&
% MS B BT 2 Mt B 2\ 2B L 7oA 8 o fif
*ﬁ%%jﬁﬁt?ﬁ:o

3. AR
(LMS O FEFERERICo it EE 5B L O EES &

EROME (K4)

K5 E D Non-MS #, Pre-MS #, MS Ho#E&1XF1
2 (4,910/7,097) 69.2%, (964/7,097) 13.6%, (1,223/
7,097) 17.2% T& - 720 i 1% £ 75 O HEE 13 Non-
MS #:T (722/4,910)14. 7%, Pre-MS #: T (278/964)
28.8%, MS #ET (348/1,223) 28.5% TdhH -7z (K4 -A),
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4-A
Non-MSE —l —
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4 MS ORI TOMFMAE 535 L O G A8 e DB

T R O FETE (X Non-MS #EIZ X, Pre-MS #,
MS#HOFWHEEIZE -7z (112 p<0.001), Wik
MHEEROBEIEE O TlX, grade A, B, C, D O]
41X Non-MS #£C88.7%, 10.5%, 0.8%, 0 %, Pre-MS
HET85.6%, 12.2%, 1.4%, 0.7%, MSHT79.6%,
16.1%, 4.3%, 0% CTH-o72 (K4-B)o F7-MSH
12 BT 2 HE G A 4 O B EE 1S Non-MS # %° Pre-
MS BICHANHEEIE o7 (&1 p<0.001),

(2) MS OEJELE & Wi A RIEORR (F£4)

W EERIEIEIZ DWW TOLERMBT O E, Non-
MS i3 (OR=1.616, 95% CI, 1.305-2.001, p
<0.001),
p<0.001) "HEELZMEERKNT TH > 72s PreMS#T
WEHGE (OR=1.413, 95%CI, 1.029-1.940, p<0.05),

H. pylori (OR=0.508, 95%CI, 0.311-0.829, p<0.01),

FHEZIL~NV =T (OR=1.480, 95%CI, 1.111-1.972,

H. pylori (OR=0.281, 95% CI, 0.193-0. 409,

p<0.01) PHEZMEKTF TH o7 MSHEETI iﬁk(@
(OR=1.468, 95%CI, 1.075-2.005, p<0.05), T
(OR=1.001, 95% CI, 1.000-1. 002, p<<0.05), pr/orf
(OR=0. 283, 95% CI, 0.176-0.456, p<0.001), £&i&
L~ =7 (OR=1.504, 95% CI, 1.154-1.961, p<
0.005) »EEZMAERTTH -7,
H pylori %< & MS OEFEREIZ X 1) Wi
FENCBEE S 2 K13 R % - Tz,
(3) A & K1 — AFENTIC & 5 MS 3% O it Al 4212
Eop BT AV LY K=
101 primary metabolites % fll5€ L, 520> metabolites
DIMS FEORGEH N R E N7z MS FEIZ BT 58
HEERIZOWTOMITTIET) AHRPE) IV
a7 SRS 5325 D metabolite (hypoxanthine,
lactic acid, glutamine) ASWiMEAEE & ARISHE L
Twiz (£5),
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F 4 MS OFEFELRINC X 2 MGl B I 5E 12 5 2 A S AT

Non-MS group (n=4, 910)

Pre-MS group (n=964)

MS group (n=1, 223)

OR 95% CI P-value OR 95% CI P-value OR 95% CI P-value
Sex (M/F) 2.147  1.716-2.687 <0.001 1.446  0.965-2.166 0.074 1.269 0.824-1.954 0.280
Age(years) 1.011  1.000-1.021 < 0.05 0.974 0.957-0.992 < 0.005
BMI (kg/m?) 1.041  0.984-1.101 0.163
WC(cm) 1.014  0.993-1.035 0.203 1.015 0.997-1.033  0.097
Smoking 1.616  1.305-2.001 < 0.001
Drinking 1.117  0.929-1.343 0.238 1.413  1.029-1.940 <0.05 1.468 1.075-2.005 < 0.05
SBP (mmHg) 1.007  0.998-1.016  0.130
DBP (mmHg) 1.006  0.994-1.018 0.304 1. 002 0.990-1.015 0.708
Hypertension 0. 893 0.690-1.156  0.391
T-CHO (mg/dL)
TG(mg/dL) 1.001  0.999-1.003 0.221 1. 001 1.000-1.002 < 0.05
HDL-C(mg/dL) 1.003  0.998-1.009 0.272
LDL-C(mg/dL)
Dyslipidemia 0.999  0.779-1.283  0.995
FPG(mg/dL) 1.000  0.993-1.008 0.943 1.111 0.995-1.242  0.062
HbAlc(%)
IGT 1.008  0.731-1.339 0.963
UA (mg/dL) 1.069  0.990-1.154  0.090
AST(IU/L) 1.002 0.981-1.023 0.868
ALT(IU/L) 1.001  0.995-1.007 0.732 1.007  0.998-1.015 0.114 1. 003 0.991-1.015 0.662
GGT(IU/L) 1.001  0.999-1.002 0.526 1. 001 0.999-1.004 0.392
H. pylori 0.281  0.193-0.409 <0.001 0.508  0.311-0.829 <0.01  0.283 0.176-0.456 < 0.001
Hiatal hernia 1.083  0.918-1.278 0.346 1.480  1.111-1.972 <0.01  1.504 1.154-1.961 < 0.005

All parameters with p-values <0. 05 by univariate analysis were assessed using stepwise multivariate logistic regression analysis.

4. #awmLSHoBE

W £EE S DR RE R A FE B & OV M £ S S
DOBHERFIZIMS OEFELIZL YRR, T2 MS %Y
FHIZBUT B X R0 — LRI 5 30 h ORI E A%
T B RS ICHEE LT WA REEASRIE S e, 4
Bk, FHMEEERREICBIT D IS ORHWE OB
ORI ESER B 2B LN F—=a Y A Y T4 —
TOMFERLETH 5%,

@ [FRMERERREICRIETHRBEDORE]

1. HE

KIRNZ BT 2 T T — ViEEEILEAMERIC D 5 75,
TV I — VLR RO REEIIRA L Tl v, £
7o E 2 ORI R R TR O LR 2 fa gk + &
L CHFRIBDOHIRE 72 o TV B, AHLBEZ: &0

AEEER TSR AEERE B CEELTVWD 2 Eh
5 — IR IR R T, AR R TR
B2 EEEEO—2OTHLHKEE RO L L) |2ThE
L TV D HREDS LAY, BRIE O i B RIIEN DR
BIZOWTO I N T TOHwAE L controversial TH % D
N2 ZDIFEAERTETFT Y A LN O
WIFZe R SE BIREZRIC & 2 b D Th 0 MERIIIZEIC X 5
FI D v, 072D EE O MRS O EE O
FRRIIHS 22 TId % {, KRIFDO GERD OBHEH A ¥
TA Y OPOATTEBEICE T 2 HIZ S AKIEICR T 5 R
E v, EIZbbhoT7, 0004 DL EE NG E L
Fe R EE BT A RETTIE, BB OKT0% % b
O 5IEMS LB TSR B R IED 1)
27 WFTIE o720, Z0X) BEILbbhbh
W, RPE A R IEAE I BT A AR O 52 O THERT
BIRFZE % ERf L £ 5 & 2723,



WP BB I DOBLUIR & B

#5 WA E YL & B L Zometabolites & R/ ST A — & —

& DR
Glutamine Hypoxanthine Lactic acid
BMI 0.210 -0.114 -0.039
WC -0. 004 0.058 -0.109
Smoking -0. 051 -0. 397" -0. 067
Drinking -0. 357" -0. 057 0. 069
Hypertension  -0. 208 0. 106 0.028
Dyslipidemia  -0. 256 0.015 -0.015
IGT -0.192 -0.109 0. 237
ALT 0.151 -0.278 -0.102
AST 0.637 -0. 234 -0. 098
GGT 0.102 -0.115 0. 065
UA -0. 100 0.058 -0. 008
H. pylori -0.122 0. 005 0. 026
Hiatal hernia ~ -0. 192 0. 499 0.192
RE -0.412° 0. 463 0. 374

Correlations between variables were assessed by calculating
Spearman rank correlation coefficients. *p < 0. 05, *p < 0. 005.

2. WNHRETjik

MRIE 5 AEMIC EHHELEANRGERE L Z T2
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HH, EEHILE RSO BB EBBIE D720 MbE L T

(%) 20 Bt
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—X} 53 @ Baseline stage & Most recent stage {2817
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(DBEEEDI5.0% (211/1,405), LMHED6.7% (79/1,177)
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0.001) o

(SERIIC BT B Wi AEE REIEHE IOV T, B
HETIEEEETRO LN o720, EICBWTid
HEAEDED SN (p <0.05), 405 zBR5E
W R E REIESEDSH B L 72 (K5),
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L E R EIEDH B2 W T CTld e hr o 7278,
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F6 RIEE - SIS T oM LB RIERED 4 v XL

Alcohol quantity (g/week)

Non-drinkers ~ Drinkers 0.1-69.9 70-139.9 140-279.9 >280
Men (n=1, 405) 1 1.252(0.907-1.726)  0.971(0.609-1.547) 1.443(0.954-2.182) 1.255(0.875-1.799) 2.014(0. 848-4.787)
<50 years(n=468) 1 2.312(1.171-4.564) 1.154(0.461-2.885) 2.878(1.302-6.361) 2.666(1.283-5.542) 4.549(1. 228-16.85)
>50 years(n=937) 1 1.009(0. 694-1. 466)  0.989(0.572-1.709) 1.134(0.682-1.883) 0.945(0.621-1.438) 1.227(0. 354-4. 255)
Women(n=1,177) 1 1.078(0. 666-1.747)  0.692(0.353-1.356) 0.911(0.375-2.210) 3.040(1. 504-6.146) 13.26(1.735-101.4)
<50 years(n=413) 1 1.764(0.736-4. 231)  1.072(0.328-3.505) 1.873(0.481-7.299) 3.074(0. 940-10.05) 30. 87(3.693-258. 1)
>50 years (n=764) 1 0.853(0.461-1.581) 0.589(0.253-1.370) 0.619(0.182-2.110) 3.149(1.230-8.064) (-)

Drinking frequency

Non-drinkers

Occasional drinkers

Daily drinkers

Men (n=1, 405)
<50 years (n=468
>50 years (n=937

1. 294(0. 896-1. 867)
2.051(0. 986-4. 263)
1.146(0. 738-1.779)

1. 215(0. 853-1. 731)
2.692(1. 298-5. 536)
0.917(0. 609-1. 381)

<50 years(n=413

)
)
Women (n=1, 177)
)
>50 years (n=764)

[ [ S

0.690(0. 374-1. 273)
1. 147(0. 409-3. 220)
0.553(0. 249-1. 230)

4.030(1. 404-11. 57)

(
(

2.444(1. 320-4. 524)
(

1.860(0. 833-4. 154)

OR (95% CI) was adjusted for age, BMI, WC, lifestyle habits, hypertension, dyslipidemia, impaired glucose tolerance, and H. pylori. (=)

means the absence of participants.
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Current status of reflux esophagitis and strategy for prevention

Masahiro Sogabe

Health Service Office, Health Service, Counseling and Accessibility Center, Tokushima University, Tokushima, Japan

SUMMARY

Gastroesophageal reflux disease (GERD), classified into reflux esophagitis (RE) and noner-
osive reflux disease, is one of the most common upper gastrointestinal disorders worldwide and
may decrease quality of life. Recently, the prevalence of GERD, including RE, has been increas-
ing and was approximately 8-30% in the world, and there may be approximately 10-15 million
patients with RE in Japan. RE is a major risk factor for Barrett's esophagus, which is the pre-
cursor to esophageal adenocarcinoma. Therefore, prevention of RE is important for the preven-
tion of esophageal adenocarcinoma. Additionally, the effective countermeasure of RE is essential
for the prevention of RE because there are many high-risk patients for RE, such as those with
obesity, metabolic syndrome, metabolic dysfunction, and unfavorable lifestyle habits. We herein
introduced our several research about the extraction of high-risk patients for the development
RE. From our research, in addition to conventional reported risk factors related with RE, dis-
tinction of individuals based on the severity of metabolic syndrome, qualitative assessment of
visceral fat, and several metabolites related with RE maybe important for the prevention of RE.
As regards alcohol intake, although the influence of alcohol consumption on RE was different
between men and women, age and drinking status such as quantity and frequency should be as-
sessed when considering the prevention of RE. We want to contribute to a decrease of patients

with esophageal adenocarcinoma by continuing study for RE.

Key words : reflux esophagitis, qualitative assessment of visceral fat, metabolomics, alcohol
intake.



